Dear Editor,

In our recent editorial on the role of hydroxychloroquine during SARS-Cov-2 pandemics [@bib0001], leveraging on the available scientific evidence, we emphasized the need of using extreme caution when it comes to prescribing a potentially toxic drug, especially with higher dose compared to standard drug regimen and on a large scale population.

We read with interest a comment from the group of Raoult and colleagues [@bib0002]. We wish to thank the authors as they clearly understood our goal of stressing the need of being very careful in analyzing the literature at a time when scientific conflicts of this magnitude are taking place.

Importantly, after our editorial, one of the papers we cited was retracted [@bib0003] and once more, this clearly underlines that, in the era of SARS-Cov-2 pandemics, owing to an unprecedented volume of research being conducted in such a short period of time and the large number of reports submitted to journals, high quality standards and meticulous peer-review process must be undertaken in order to convey objective and unbiased evidence [@bib0004].

Nevertheless, the vast majority of the available current scientific evidence, suggest, at the very least, that hydroxychloroquine is not ready for clinical prime time as standard therapy in Covid-19. Tang and colleagues recently published a randomized clinical trial of patients with mainly persistent mild to moderate Covid-19 in which exposure to hydroxychloroquine led to a similar probability of virus elimination compared to the current standard of care [@bib0005].

Therefore, taking together what studies have told so far, it is not surprising that the last update of the "*Covid-19 treatment guidelines*" (dated June 25th) on the use of chloroquine or hydroxychloroquine published by the National Institutes of Health (NIH) suggest the following:-The Covid-19 Treatment Guidelines Panel recommends against the use of chloroquine or hydroxychloroquine for the treatment of Covid-19, except in a clinical trial -- Class of Evidence AII.-The Panel recommends against the use of high-dose chloroquine (600 mg twice daily for 10 days) for the treatment of Covid-19 -- Class of Evidence AI.

The last recommendation follows results from a randomized clinical trial comparing high-dose chloroquine and low-dose chloroquine in patients with Covid-19; the study was discontinued early when preliminary results showed higher rates of mortality and QTc prolongation in the high-dose chloroquine group [@bib0006].

Finally, it is important to note that hydroxychloroquine toxic effect is related to its volume of distribution and half-life. Hydroxychloroquine half-life is around 50 days (!) and has prolonged effects even after drug discontinuation ([@bib0007]).

In conclusion, as we wrote in our editorial, we stay firm in believing that evidence based medicine is our strongest ally. Now more than ever, in the era of Covid-19 pandemics, where heterogeneous treatments and different drug doses not supported by the evidence can lead to confusion, discordant results, poor reproducibility, and potentially higher mortality, the whole scientific community should stay united in advocating the most meticulous scientific approach.
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